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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission mailed on 
February 12, 2008 has been entered. 

Claim 11 has been amended. 

Claims 11 and 13-18 are pending in the instant application. 
Claims 11 and 13-18 have been examined on the merits. 
The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Response to Arguments 

Applicant's Amendment and Response filed February 12, 2008 have been 
considered. Rejections and/or objections not reiterated from the previous Office Action 
mailed October 9, 2007 are hereby withdrawn. Any arguments addressing said 
rejections and/or objections are moot. The following rejections and/or objections are 
either newly applied or are reiterated and are the only rejections and/or objections 
presently applied to the instant application. 
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Declaration filed under 37 C.F.R. §1.132 

Applicant's Declaration filed under 37 C.F.R. §1 .132 made of record on February 
12, 2008 has been fully considered by the Examiner. 

Claim Rejections - 35 USC § 103 

In the previous Office Action mailed October 9, 2007, claims 11 and 13-18 were 
rejected under 35 U.S.C. 103(a) as being unpatentable over Zimmer, A. (Methods, 1999 
Vol. 18:286-295, made of record in the previous Office Action mailed August 24, 2005) 
in view of Vaish et al. (Nucleic Acids Research, 1998 Vol. 26:5237-5242, made of 
record in the previous Office Action mailed July 25, 2006), and Zhang et al. (Human 
Gene Therapy, 1999 Vol. 10:1735-1737, made of record in the previous Office Action 
mailed August 24, 2005). This rejection is maintained for the reasons of record set 
forth in the previous Office Action mailed October 9, 2007. 



Response to Arguments 

In response to this rejection, Applicants contend that the claims have been 
amended to recite that the volume of solution and the rate at which the solution is 
injected increases the volume of fluid within a vessel in the target tissue resulting in 
increased hydrostatic pressure against a wall of the vessel thereby increasing 
permeability of the vessel. Applicants have provided a Declaration filed under 37 
C.F.R. §1.132 which primarily argues that Zimmer et at. teach an injection volume of 
125 which is too small to cause an increase in hydrostatic pressure. Applicants 
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contend that the inability to cause an increase in hydrostatic pressure would not be 
sufficient to cause an increase in vascular permeability within the vessel as recited in 
the instant claims. It is for these reasons that Applicants request reconsideration of the 
§103 rejection. 

Applicant's arguments and contentions have been fully considered, and are 
found persuasive. Specifically, the Examiner has found the results contained within the 
Declaration filed under 37 C.F.R. §1.132 at page 4 to be persuasive. It is formally 
agreed that the injection volume of 125 ul, taught by Zimmer et al. would not be enough 
to cause an increase in hydrostatic pressure sufficient to cause an increase in vascular 
permeability within the vessel as recited in the instant claims. 

However, it has been dually noted that claim 1 1 has been amended to recite that 
the volume of solution and the rate at which the solution is injected increases the 
volume of fluid within a vessel in the target tissue resulting in increased hydrostatic 
pressure against a wall of the vessel thereby increasing permeability of the vessel is 
increased sufficient to cause an increase in vascular permeability within the vessel. 
Applicants, in their Remarks filed February 12, 2008 disclose that, "[Hjydrostatic 
pressure is pressure exerted by a fluid" (see page 3, second paragraph). It is also 
noted that the Declaration filed under 37 C.F.R. §1 .132 discloses that an injection of 2.5 
ml causes a great increase in intravascular hydrostatic pressure near the liver (see 
page 4 @ Graph). Given these disclosures, claims 11 and 13-18 remain rejected under 
35 U.S.C. 103(a) as being unpatentable over Zimmer, A., in view of Vaish et al, and 
Zhang et al., for the reasons discussed as follows: 
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It should be noted that Zimmer et al. teach that it is important to focus on 
targeting colloidal drug carriers, such as antisense oligonucleotides, to the liver which 
could increase the efficacy of new drugs for hepatitis and liver cancer (see page 294 
second column, first paragraph). The Examiner acknowledges that Zimmer et al. do not 
teach Applicant's claimed limitation that the volume of solution and the rate at which the 
solution is injected increases the volume of fluid within a vessel in the target tissue 
resulting in increased hydrostatic pressure against a wall of the vessel thereby 
increasing permeability of the vessel is increased sufficient to cause an increase in 
vascular permeability within the vessel. 

Zhang et al. teach that the tail vein injection of naked plasmid DNA enables 
foreign gene expression in the liver (see Abstract). Zhang et al. also teach maximal 
gene expression in the liver was achieved when the DNA solution was injected within 7- 
120 seconds and at -2.5 ml (see Figure 1, injection speed and injection volume, 
respectively). Zhang et al. conclude that the rapid and volumous injection of plasmid 
DNA has great potential for a wide variety of laboratory studies. It is noted that, based 
on Applicant's Remarks filed February 12, 2008 at page 3, second paragraph, and 
Applicant's Graph found in the Declaration filed under 37 C.F.R. §1.132, the Examiner 
is interpreting the rapid and high volume compositions injected via the tail vein taught by 
Zhang et al. to result in increasing hydrostatic pressure against a wall of a vessel which 
would subsequently result in increased permeability. 

Therefore, while Applicant's Declaration filed under 37 C.F.R. §1.132 
successfully showed that the 125 ju.l volume taught by Zimmer et al. would be too small 
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to increase hydrostatic pressure against a wall of a vessel, one of ordinary skill in the art 
would have been motivated to administer the antisense compositions of Zimmer et al. in 
a rapid and volumous injection via the tail vein because such methods have been 
identified as being highly favorable and successful for expression in the liver (see Zhang 
et al.)- 

Furthermore, Zimmer et al. teach the desire to target antisense drugs to the liver 
for the treatment of hepatitis. Zhang et al. teach an effective and easy method for 
delivering compositions to the liver, said method comprising rapid and high volume 
solutions administered via tail vein injections. Therefore, one of ordinary skill in the art 
would have been motivated to take the teachings of Zimmer et al. and combine them 
with the teachings of Zhang et al. to arrive at Applicant's claimed invention. 

In view of the foregoing, when all the evidence is considered, the totality of the 
rebuttal evidence of non-obviousness fails to outweigh the evidence of obviousness 
made of record. Thus, it is maintained that the invention as a whole would have been 
prima facie obvious to one of ordinary skill in the art at the time the invention was filed. 

Conclusion 

No claims are allowable. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Terra C. Gibbs whose telephone number is 571-272-0758. 
The examiner can normally be reached on 9 am - 5 pm M-F. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Schultz can be reached on 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published 

applications may be obtained from either Private PAIR or Public PAIR. Status information 

for unpublished applications is available through Private PAIR only. For more information 

about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 

access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 

217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 

Representative or access to the automated information system, call 800-786-9199 (IN 

USA OR CANADA) or 571-272-1000. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the 
Patent Application Information Retrieval system (PAIR) can now contact the USPTO's Patent 
Electronic Business Center (Patent EBC) for assistance. Representatives are available to answer 
your questions daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When 
calling please have your application serial or patent number, the type of document you are having an 
image problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business 
days. Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's 
Patent Electronic Business Center is a complete service center supporting all patent business on the 
Internet. The USPTO's PAIR system provides Internet-based access to patent application status and 
history information. It also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 

teg 

March 13, 2008 



/Terra Cotta Gibbs/ 
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